Cirrhosis is a worldwide end stage liver disease. It is characterized by diffuse fibrosis and conversion of normal liver lobules into structurally abnormal nodules. Aim of the work This study was conducted to investigate the role of tissue inhibitors of matrix metalloproteases-1 (TIMP-1) in during the evolution of cirrhosis, and in fibers resolution after cessation of the insult. Materials and methods 54 adult male Balb/c mice; about 2 months old were randomly divided into control and treated groups;Control:24 animals.In the treated groups; 30 animals were subcutaneously injected with CCl4 (20% # diluted in sunflower oil) in a dose of 1 ml per Kg twice weekly.6 animals of them were sacrificed72 hours after the last dose at the 4th week, 8th week, 12th week, and 16th week.6 animals were kept for two weeks without injection after the 16 weeks of CCl4 treatment.
Introduction
Liver cirrhosis is the end stage of a wide variety of chronic liver diseases and represents a common and difficult clinical challenge of worldwide importance.
Hepatic fibrosis is considered a wound-healing response characterized by an imbalance in the synthesis and degradation of the extracellular matrix(ECM), which leads to accumulation of fibers in in the extracellular space. Activation of hepatic stellate cells which represent the main source of ECM is not only the key link in the development of hepatic fibrosis but also the decrease of fibers degradation by matrix metsalloproteinases (MMPs 
Results
In all the control subgroups,the examined liver sections showed minimal TIMP-1 positive immunostaining in the form of brownish cytoplasmic stainig in only few kupffer cells and no immunostaining in hepatocytes. In the treated groups, TIMP-1 expressed in hepatocytes and in some Kupffer cells as shown in figure(1) . There was significant increase in the mean percentage area of its expression versus the control and in between the treated groups which was progressive with the increase of the duration of CCl4 treatment then the mean significantly decreased two weeks after stop CCl4 versus the cirrhotic group(16th week) but still significantly higher than that of the control. The mean percentage areas of TIMP-1 expression in different groups of the experiment were summarized in table (1), and figure (2). 
145
(2016) found in his studies on the human HSCs in culture that the imbalance between MMP and TIMP was an important mechanism in development of fibrosis . Liver-specific overexpression of TIMP-1 led to more severe fibrosis without a significant effect on collagen synthesis ( Yoshiji et al., 2002) . However, in S. mansoni infection, deficiency of TIMP-1 or TIMP-2 did not seem to affect liver fibrosis (Vaillant et  al., 2001) . In contrast to its role in liver fibrosis, TIMP-1 did not affect the development or extent of lung fibrosis in response to bleomycin ( Kim et al.,  2005) .
In our studies, we found that, 2 weeks after cessation of CCl 4 administration;there was increased degradation of collagen fibers which was revealed in our study by the significant reduction of the inhibitor of collagenases;
TIMP-1 expression compared to that in that in the cirrhotic group, being demonstrated only in few hepatocytes. Our results were confirmed by previous reports which proved that the key events in the reversion of liver fibrosis include decreased active HSCs, decreased expression of TIMPs, and increased degradation of collagen (Woessner, 1991 
